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the final central lab results from ATLAS are available and safety parameters have been 
reviewed.

Group 2: Patients currently receiving CAB LA + RPV LA Q4W

At Day 1, patients entering ATLAS-2M from ATLAS and currently receiving CAB LA + 
RPV LA Q4W (including both those who were originally randomized to Q4W in the 
Maintenance phase of ATLAS and those who transitioned from SOC to the Q4W 
regimen within the Extension Phase of ATLAS) will be randomized 1:1 to either 
continue Q4W administration or transition to Q8W administration of CAB LA + RPV 
LA.  The first injection visit for ATLAS-2M can be performed once the final central lab 
results from ATLAS are available and safety parameters have been reviewed, and the 
ATLAS Week 52 visit (at minimum) has been completed.  Participants will continue to 
receive CAB LA + RPV LA Q4W injections as scheduled within the ATLAS trial until 
their eligibility for ATLAS-2M can be fully evaluated and the participant is re-
randomized (Q4W or Q8W).  If determined to be ineligible for ATLAS-2M, those 
participants can elect to continue participation in ATLAS or withdraw from the ATLAS 
study. 

Participants in ATLAS-2M who successfully complete Week 100 (without meeting study 
defined withdrawal criteria) will be given the option to continue to receive their 
randomized treatment (CAB LA + RPV LA administered Q4W or Q8W) in the Extension 
Phase until the randomized study treatment is either locally approved and commercially 
available within the local sector (including through local public/government health 
sectors), the participant no longer derives clinical benefit, the participant meets a 
protocol-defined reason for discontinuation or until development of either CAB LA + 
RPV LA Q4W and/or Q8W is terminated.  Alternatively, participants can choose to 
complete study participation and enter the 52-week LTFU Phase of the study.

Any participant who receives at least one dose of CAB LA and/or RPV LA and 
discontinues the CAB LA + RPV LA regimen for any reason will enter a 52-week LTFU
Phase.  Those participants must remain on suppressive highly active antiretroviral therapy 
(HAART) for at least 52 weeks after the last dose of CAB LA and/or RPV LA.

In order to achieve balance across the treatment arms, randomization will be stratified by 
prior CAB + RPV Exposure: 0 weeks, 1-24 weeks, >24 weeks.  The primary endpoint for 
the study is the proportion of participants with HIV-RNA greater than or equal to 
50 c/mL (Virologic Failure) at Week 48 as per Food and Drug Administration (FDA) 
Snapshot algorithm using the Intent-to-Treat Exposed (ITT-E) population.  The 
proportion of participants with plasma HIV-1 RNA <50 c/mL at Week 48 using the FDA 
Snapshot algorithm (Missing, Switch or Discontinuation = Failure, ITT-E population) is a 
key secondary endpoint comparison.  

The sample size of 1020 provides 85% power to demonstrate non-inferiority in the 
primary endpoint at Week 48 using a 4% margin, assuming a true 3% failure rate for 
Q8W CAB LA + RPV LA and a 2% failure rate for the Q4W CAB LA + RPV LA arm 
and a 2.5% one-sided alpha level.  
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Figure 1 207966 (ATLAS-2M) Study Design Schematic

N=1020, randomized 1:1 to each arm and stratified by prior CAB + RPV Exposure
# SOC Patients not transitioning from the ATLAS study must be on uninterrupted current regimen 
(either the initial or second cART regimen) for at least 6 months prior to Screening. Documented 
evidence of at least two plasma HIV-1 RNA measurements <50 c/mL in the 12 months prior to 
Screening: one within the 6 to 12 month window, and one within 6 months prior to Screening.  No 
history of virologic failure.  No evidence of viral resistance based on the presence of any 
resistance-associated major INI, or NNRTI mutation (except K103N) from prior genotype assay 
results. No current or prior history of etravirine use.
†Optional Extension Phase to continue randomized CAB LA + RPV LA Q4W or Q8W at Wk 100
¥Participants who withdraw from IM regimen must go into 52 week long term follow up phase if 
randomized regimen is not yet locally approved and commercially available. 

4.2. Treatment Groups and Duration

4.2.1. Screening Phase (Up to 35 days)

Informed consent must be obtained prior to any study procedures, including any 
Screening assessment.

Participants will be involved in a Screening period of up to 35 days and may be re-
screened once.  Participants who are randomized into the trial and subsequently 
withdrawn from the study, for any reason, may not be re-screened.  Participants may be 
randomized as soon as all eligibility requirements have been confirmed at the site.

For participants transitioning from the ATLAS study, eligibility to transition to ATLAS-
2M at Week 52 (at the earliest) will be determined once the final central lab results from 
ATLAS, following (at minimum) completion of the ATLAS Week 48 visit are available 
and safety parameters have been reviewed.  Separate Screening Labs will be utilized to 
inform eligibility for ATLAS-2M; however, in some occasions and upon consultation 
with the Medical Monitor, individual lab results and safety data from the final visit of the 
ATLAS study can be considered towards informing eligibility for the ATLAS-2M study 
as long as all other Screening and eligibility criteria are met.    

 2019N406358_00



2017N326521_02 CONFIDENTIAL
207966

55

4.2.2. Maintenance Phase (Day 1 up to Week 100)

There are two ways in which study participants may transition to the LA regimen, either 
directly from oral SOC or from Q4W dosing from ATLAS. 

Table 1 and Figure 2 describe the CAB LA + RPV LA dosing regimens in ATLAS-2M 
based on the mode of transition.

Table 1 CAB LA + RPV LA Dosing Regimens in ATLAS-2M

Q4W CAB LA:
Week 4b: 600 mg (Loading Dose)
Week 8 & Q4W thereafter: 400 mg  

RPV LA:
Week 4b: 900 mg (Loading Dose)
Week 8 & Q4W thereafter: 600 mg

Q8W CAB LA:
Week 4b, Week 8, & Q8W thereafter: 
600 mg

RPV LA:
Week 4b, Week 8, & Q8W thereafter: 
900 mg

Q4W CAB LA:
Day 1 & Q4W thereafter: 400 mg

RPV LA:
Day 1 & Q4W thereafter: 600 mg

Q8W CAB LA:
Day 1 & Q8W thereafter: 600 mg  

RPV LA:
Day 1 & Q8W thereafter: 900 mg

All participants entering ATLAS-2M from an oral SOC regimen will receive a 4-week oral lead-in of CAB+RPV prior to 
receiving IM injections, except for ATLAS subjects transitioning from Q4W to Q8W injections.  These participants 
previously established safety and tolerability of CAB + RPV within the ATLAS study.
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Figure 2 ATLAS-2M Treatment Schematic
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4.2.2.1. Patients randomized to LA dosing from current ART SOC therapy:

All participants randomized from current ART SOC therapy (including those 
transitioning from SOC in ATLAS and new study participants) will begin oral therapy 
with CAB 30 mg + RPV 25 mg once daily at Day 1 for 4 weeks to determine individual 
safety and tolerability prior to administration of CAB LA + RPV LA.  The oral lead-in 
period is part of the Maintenance Phase and will therefore be included within the 48 and 
96 week analyses. 

The final dosing of current daily oral ART regimen should occur the day prior to 
randomization to avoid overlap of treatment regimens however, if the participant takes 
current ART prior to coming into the clinic, randomization and initiation of oral CAB 
and RPV should continue as planned for Day 1.  At the Week 4a visit, safety assessments 
(including e.g., clinical chemistries) will be performed as per the Time and Events Table 
to determine individual safety and tolerability prior to the initial administration of CAB 
LA + RPV LA.  Dosing of CAB LA + RPV LA Q4W or Q8W will initiate at the Week 
4b visit once safety labs from Week 4a are available and have been reviewed.

Subjects receiving oral SOC treatment and randomized to Q4W injections will receive 
loading doses of CAB LA 600 mg + RPV LA 900 mg on Week 4b followed by 
maintenance injections of CAB LA 400 mg + RPV LA 600 mg every 4 weeks thereafter.  

Subjects receiving oral SOC treatment and randomized to Q8W injections will receive 
doses of CAB LA 600 mg + RPV LA 900 mg on Week 4b and Week 8 followed by 
identical maintenance dose injections every 8 weeks thereafter.
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All injections should be planned as single injections per drug.

4.2.2.1.1. IM injections every 4 weeks (Q4W from SOC):

Week 4b visit only - CAB LA 600 mg + RPV LA 900 mg, each given as 1 X 3 mL IM 
injection

Week 8 visit and Q4W thereafter - CAB LA 400 mg IM + RPV LA 600 mg IM every 
4 weeks for 100 weeks, each given as 1 X 2 mL IM injection

At Week 4b, participants will return to the clinic, take the last oral dose (CAB 30 mg + 
RPV 25 mg), and receive the first CAB LA (600 mg) + RPV LA (900 mg) injections 
(within 2 hours of the final oral dose of CAB + RPV).  The first injections with IM CAB 
LA + RPV LA at Week 4b can be performed once central lab results are available and 
safety parameters are reviewed from the Week 4a visit.  

The second and third IM injections with CAB LA 400 mg and RPV LA 600 mg will be 
performed at Week 8 and Week 12.  There will be a -7-day dosing window for the second 
and third IM injections such that the second injection occurs within the window of 
Week 7 and Week 8 but no later than Week 8 and the third injection occurs within the 
window of Week 11 and Week 12 but no later than Week 12.  Subsequent injections with 
CAB LA 400 mg and RPV LA 600 mg will occur every 4 weeks ( 7 days) thereafter.  In 
addition, starting after the Week 16 injection, the interval between injection visits will be 
limited to a maximum of 5 weeks.  The Medical Monitor must be contacted to discuss 
individual participant case management if the length of time between injections exceeds 
or is projected to exceed 5 weeks.

4.2.2.1.2. IM injections every 8 weeks (Q8W from SOC):

Week 4b visit – CAB LA 600 mg + RPV LA 900 mg IM, each given as 1 X 3 mL IM 
injection

Week 8 visit- CAB LA 600 mg + RPV LA 900 mg IM, each given as 1 X 3 mL IM 
injection

Week 16 visit and Q8W thereafter - CAB LA 600 mg + RPV LA 900 mg IM, every 8 
weeks for 100 weeks, each given as 1 X 3 mL IM injection

At the Week 4b visit, subjects will return to the clinic, take their last oral dose (CAB 
30 mg + RPV 25 mg), and receive the first CAB LA (600 mg) + RPV LA (900 mg) 
injections (within 2 hours of the final oral dose of CAB + RPV).  The first injections with 
IM CAB LA + RPV LA at Week 4b can be performed once central lab results are 
available and safety parameters are reviewed from the Week 4a visit.  

The second loading injection will be administered at Week 8 (CAB LA 600 mg + RPV 
LA 900 mg, with subsequent injections (CAB LA 600 mg + RPV LA 900 mg) occurring 
every 8 weeks thereafter.  There will be a -7-day dosing window for the second and third 
IM injections such that the second injection occurs within the window of Week 7 and 
Week 8 but no later than Week 8 and third injection occurs within the window of Week 
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exemptions are not allowed. Therefore, adherence to the study design requirements is 
essential and required for study conduct.

In exceptional circumstances, and in consultation with the Medical Monitor, Investigators 
may provide oral CAB and/or RPV as a short-term “bridging” strategy for participants 
who have begun CAB LA + RPV LA (see Section 6.8.1 for additional details).  Should a 
participant need “oral bridging”, sites must contact the Medical Monitor for guidance on 
treatment strategies prior to a missed CAB LA + RPV LA dose.  Should a participant not 
notify the site in advance, the Medical Monitor must be contacted for further treatment 
guidance.

Supplementary study conduct information not mandated to be present in this protocol is 
provided in the accompanying Study Procedures Manual (SPM), which is available on 
the online Study Web Portal.  The SPM will provide the site personnel with 
administrative and detailed technical information.

4.2.6. Independent Data Monitoring Committee

An Independent Data Monitoring Committee (IDMC) will be instituted to ensure external 
objective medical and/or statistical review of efficacy and safety in order to protect the 
ethical interests and well-being of subjects and to protect the scientific validity of this 
study. 

The IDMC will evaluate accumulating efficacy, tolerability, safety and PK of CAB LA + 
RPV LA Q8W at predetermined times during the study.  An interim futility analysis will 
be performed for the IDMC to evaluate the efficacy of CAB LA + RPV LA Q8W prior to 
the final analysis.  Full details of the methods, timing, decision criteria, and operating 
characteristics will be pre-specified in the IDMC Charter.

The interim futility analysis will be performed with the intent of having approximately 
50% of participants reaching Week 24 and providing sufficient lead time to allow the 
IDMC to review the data prior to any participants reaching the Week 52 visit.  A futility 
rule based on Bayesian posterior predictive probability approach will be applied to assess 
the probability that the CAB LA + RPV LA Q8W injectable regimen demonstrates non-
inferiority to the CAB LA + RPV LA Q4W regimen, given the partial data set.  The 
sponsor will remain blinded to this analysis.

In addition, the IDMC may also monitor the incidence of participants meeting Confirmed 
Virologic Failure (CVF) criteria through Week 48 to ensure that participants are not 
being sub-optimally treated in the CAB LA + RPV LA Q8W arm.

Full details of the analyses, estimated timing, and the decision criteria that will be used to 
determine regimen performance will be pre-specified in the IDMC Charter.

4.3. Type and Number of Participants

The target population to be enrolled is HIV-1 infected virologically suppressed (HIV-1 
RNA <50 c/mL) patients on stable antiretroviral therapy (ART) including participants 
who have completed at minimum, Week 52, of the 201585 (ATLAS) study.
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